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Remarks 

Claims I { ) and 1 1 were pending. By this amendment, claim is cancelled. Due to the 
restriction requirement, claims 5-9 and 1 1 are withdrawn. No claims are added. 1 here lore, 
claims 1 -2 and 4 are now pending. 

35 V.S.C. § 11 2, first paragraph 

Claims 1-4 are rejected under 35 U.S.C, § 112, first paragraph, on the ground they do not 
satisfy the enablement requirement. It is asserted that the specification fails to present any 
evidence or sound scientific reasoning to support a conclusion that N-type calcium channel is 
specifically associated with depression or that depression is regulated by N-type calcium channel 
activity. Applicants disagree and request reconsideration. 

To determine if the N-type calcium channel is involved in depression, the inventors 
subjected N-type calcium channel knock-out mice to behavioral tests used by those in the art as 
to screen for anti-depression agents. It is not relevant whether the mouse used is an art- 
recognized model for depression. Instead what is relevant is whether the assays used are art 
recognized assays for depression. Behavior tests, including the forced swimming test (see 
Porsolt et al. , Eur. J, Pharmacol. 51:291-4, 1 978, Exhibit A) and the tail suspension test (Stem 
et al, Psychopharmacol. 85:367-70, 1985, Exhibit B) are accepted behavior tests in the art that 
can be used to screen for anti-depression agents. 

The results in the application demonstrate that N-type calcium channel relates to 
depression, and that depression can be alleviated by blocking N-type calcium channel activity (as 
modeled using a mouse knockout of the alpha 1 B subunit of the N-type calcium channel). For 
example, as shown in Figure 3 and discussed in Example 2.1 (pages 25-26), in the forced 
swimming test, the knock-out mice swam for the entire 1 5 minute testing period, while normal 
mice stopped swimming after about 5 minutes. In addition, as shown in Figure 4 and discussed 
in Example 2.2 (pages 26-27), in the tail suspension test, the knock-out mice had a significantly 
decreased immobilization time, as compared to normal mice. Based on these in vivo results, one 
skilled in the art would conclude that reducing or inhibiting N-type calcium channel activity (e.g. 
by mimicking the knock-out mice) can reduce depression. 

Further evidence that the N-type calcium channel activity is involved in depression is 
provided in Iga et al. (Neurosci. Lett. 400:203-7, 2006, Exhibit C). This article reports that LIM 
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(I'Dl 1Kb) internets with protein kinase C-cpsilon and N type calcium channel alpha IB suhnni! 
ami modulates neuronal calcium smnalim' in invoked in major depression. 

I herelore, the specification is lulls enabled lor the scope ol'thc claims, and Applicants 
request that the 35 U.S.C. § 1 12, first paragraph rejection be withdrawn. 

Double patenting 

Applicants were notified that if claim 1 was found to be allowable, claim 3 would be 
objected to under 37 C.F.R. § 1 .75 as being a substantial duplicate of claim 1 . Applicants have 
cancelled claim 3. Therefore, there is no longer a potential double-patenting issue. 

If there are any questions or minor issues to be resolved before a Notice of Allowance is 
granted, the Examiner is invited to telephone the undersigned. 



Respectfully submitted, 



KLARQU1ST SPARKMAN, LLP 



One World Trade Center, Suite 1600 
121 S.W. Salmon Street 
Portland, Oregon 97204 
Telephone: (503) 595-5300 
Facsimile: (503) 595-5301 



By 



Sheree Lynn Rybak', Phil) 
Registration No. 47,913 
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